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DETAILED ACTION 

Election/Restrictions 

Applicant's election of tissue factor and the variables Ri=H; R 2 =n-butyl; and R3 = 
D-phenylalanine-proline-arginine in the reply filed on 5/5/08 is acknowledged. Because 
applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse 
(MPEP§ 818.03(a)). 

Claims 16-29 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected species, there being no allowable generic or 
linking claim. Election was made without traverse in the reply filed on 5/5/08. 

Claims 1-14 are presented for examination. 

Claim Objections 

Claim 4 is objected to because of the following informalities: The word "para- 
nitroaniline-based" is misspelled. Appropriate correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claim 4 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
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described in the specification in such a way as to reasonably convey to one skilled in 

the relevant art that the inventor(s), at the time the application was filed, had possession 

of the claimed invention. 

Claim 4 is drawn to a chromagenic substrate that is pare-nitroaniline-based [sic]. 

The use of the modifier "based" implies that the scope of the claim includes derivatives 

and analogs of a para-nitroaniline substrate. The specification fails to discloses any 

compounds which meet the written description and enablement provisions of 35 USC 

112, first paragraph. Hence, the specification does not disclose any compounds that 

are based on or derivatives or analogs of para-nitroaniline substrates and that 

correspond in some undefined way to the claimed para-nitroaniline-based substrates. 

None of these putative derivatives or analogs meet the written description provision of 

35 USC § 112, first paragraph, due to lacking chemical structural information for what 

they are and chemical structures are highly variant and encompass a myriad of 

possibilities. The specification provides insufficient written description to support the 

genus encompassed by the claim. 

Vas-Cath Inc. v. Mahurkar , 1 9 USPQ2d 1111, makes clear that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed." (See page 1117.) The 
specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116.) 

With the exception of the above specifically disclosed chemical structures, the 
skilled artisan cannot envision the detailed chemical structure of the encompassed 
derivatives, analogs, etc., regardless of the complexity or simplicity of the method of 
isolation. Adequate written description requires more than a mere statement that it is 
part of the invention and reference to a potential method for isolating it. The chemical 
structure itself is required. See Fiers v. Revel . 25 USPQ2d 1601, 1606 (CAFC 1993) 
and Amqen Inc. V. Chuqai Pharmacentical Co. Ltd., 18 USPQ2d 1016. In Fiddes v. 
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Baird , 30 USPQ2d 1481, 1483, claims directed to mammalian FGF's were found 
unpatentable due to lack of written description for the broad class. The specification 
provided only the bovine sequence. Finally, University of California v. Eli Lilly and Co. , 
43 USPQ2d 1398, 1404, 1405 held that: 

...To fulfill the written description requirement, a patent specification must 
describe an invention and do so in sufficient detail that one skilled in the art can 
clearly conclude that "the inventor invented the claimed invention." Lockwood 
v. American Airlines, Inc. , 107 F.3d 1565, 1572, 41 USPQ2d 1961, 1966 
(1997); In re Gosteli , 872 F.2d 1008, 1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 
1989) (" [T]he description must clearly allow persons of ordinary skill in the art to 
recognize that [the inventor] invented what is claimed."). Thus, an applicant 
complies with the written description requirement "by describing the invention, 
with all its claimed limitations, not that which makes it obvious," and by using 
"such descriptive means as words, structures, figures, diagrams, formulas, etc., 
that set forth the claimed invention." Lockwood , 107 F. 3d at 1572, 41 
USPQ2d at 1966. 

Therefore, the specification does not meet the written description provision of 35 
USC § 1 1 2, first paragraph. No species are described which are representative of the 
claimed genus. Applicant is reminded that Vas-Cath makes clear that the written 
description provision of 35 USC § 1 12 is severable from its enablement provision. (See 
page 1115.) 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
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were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-3 and 5-13 are rejected under 35 U.S.C. 103(a) as being obvious over 
Jenny et al. (US 7,049,087) in view of Butenas et al. (1 993). 

The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
only under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome 
by: (1) a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not an 
invention "by another"; (2) a showing of a date of invention for the claimed subject 
matter of the application which corresponds to subject matter disclosed but not claimed 
in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 
1 .131 ; or (3) an oath or declaration under 37 CFR 1 .130 stating that the application and 
reference are currently owned by the same party and that the inventor named in the 
application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer 
in accordance with 37 CFR 1 .321 (c). This rejection might also be overcome by showing 
that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 
35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2). 
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Jenny discloses that TF activity in a sample can be measured by utilizing a 
fluorogenic substrate to measure the ability of TF to function as a cofactor of FVIIa to 
leave a fluorogenic substrate such as 6-peptidyl-amino-1-naphthalenesulfonamide. The 
cleavage of the substrate is enhanced 100-fold in the presence of FVIIa due to the 
formation of a complex between TF and FVIIa. Comparison of a subject TF preparation 
to a standard TF composition of TF enables an activity determination of the subject TF 
preparation (col. 4, lines 1-16), as in instant claims 5 and 6. The source of the TF can 
be recombinant or from natural sources (col. 3, lines 55-60), as in instant claim 7. 

Jenny does not specifically disclose that the that the TF is a human recombinant 
type, the type of FVIIa (native or recombinant) or the concentration of TF in the sample. 

Butenas (1993) discloses that D-FPR-naphthalene-n-butyl sulfonamide is a 
efficient substrate for the TF/FVIIa complex (see entry 30 in Table IV for the kinetic 
constants for the hydrolysis of D-FPR-ANSNR1R2). The FVIIa and TF were both of a 
human recombinant source, as in instant claims 8-10. TF was present in the reaction 
media in the amount of 1 0nM, as in instant claim 1 1 . Calcium ion is present in the 
reaction mixture, as in instant claims 12 and 13 (p. 6532, first and second paragraphs 
under the "Material and Methods" heading, page 6532). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to determine TF in a preparation by employing D-FPR- 
naphthalene-n-butyl sulfonamide, the elected specie, as the substrate to determine the 
activity of the TF/FVIIa complex while employing TF or FVIIa from a human recombinant 
or native source, wherein the concentration of FT is 10nm in the presence of calcium 
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ions. The ordinary artisan would have been motivated to do so because the disclosure 
by Butenas (1993) is directly related to determining the best substrate and reaction 
parameters to optimize the cleavage of D-FPR-naphthalene-n-butyl sulfonamide to 
determine FVIIa/TF activity. The ordinary artisan would have had a reasonable 
expectation that the conditions disclosed by Butenas (1993) would be successful for the 
method of Jenny because both disclosures are directed to the hydrolysis of peptidyl- 
naphthalene sulfonamides to determine the activity because Vila complex. 

Claims 1-3 and 5-14 are rejected under 35 U.S.C. 103(a) as being obvious over 
Jenny et al. (US 7,049,087) in view of Butenas et al. (1993), as applied to claims 1-3 
and 5-1 3, in further view of Butenas (1 994). 

The disclosure of the combination of Jenny and Butenas (1993) is discussed 

supra. 

The combined disclosures do not teach that the reaction mixture contains a metal 
ion chelator. 

Butenas (1994) discloses that the amidolytic activity of the FVIIa-TF complex 
increases 90-fold in the presence of EDTA or calcium ions (abstract). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to substitute EDTA for calcium ions in the reaction mixture to 
determine the amidolytic activity of the FVIIa-TF complex in the method of Jenny and 
Butenas (1993). The ordinary artisan would have been motivated to do so because 
EDTA, like calcium ions, increases the activity of the FVIIa-TF complex, thus increasing 
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substrate turnover, enhancing the fluorescence of the chromagenic substrate and 
making it easier to detect the signal to determine activity. The ordinary artisan would 
have been motivated to employ EDTA for the calcium ions in the amidolytic reaction 
taught by Jenny and Butenas (1993) because Butenas (1994) demonstrates that they 
are functional equivalents for increasing the rate of an amidolytic reaction comprising 
the FVIIa-TF complex, thus providing a reasonable expectation of success for the 
substitution. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SUSAN HANLEY whose telephone number is (571)272- 
2508. The examiner can normally be reached on M-F 9:00-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn can be reached on 571-272-0926. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Sandra Saucier/ 

Primary Examiner, Art Unit 1651 

/Susan Hanley/ 
Examiner, Art Unit 1651 



